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Monoclonal antibody to growth factor receptor is prepd. by using 
soluble substance of human cancer cells as immunogen. Also claimed is 
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@erbB@- 2- related protein and produced by a hybridoma formed by fusion 
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therapy of adenocarcinoma partic. mastocarcinoma (claimed). 
Dwg.0/0 

Derwent Class: @B04@; @D16@; S03; 

Int Pat Class: @A61K-039/395@ ; @C12N-015/06@ ; QC12P-021 /08@ ; @G01N-033 / 574@ 
; @G01N-033/577@; @C12P-021/08@ 0C12R-OO1 -910 



(19)B*SftHPJT (J P) (12) Q ffl 4$ IrF & (A) 



(U)ttffiUH£OT#* 

#I8¥7- 59588 

(43)&gBB ¥&7^(1995)3£7H 



(51)IntCL 6 
C12P 
A6 IK 
C 1 2N 
GO IN 



21/08 

39/395 

15/06 

33/574 

33/577 



ADU T 

A 
B 



9161 -4B 



F I 





(71)tH8iA 


590001452 








(22)WKB ¥f£3*f(1991)5H31B 




aactw imm& 5 ts i s i ^ 




(71)mi®A 


000206956 


®ftmmo&mumm$mmK> 1990^1 ui, Ame 






r 1 can Assoc lot Ion for Con 




S^iS^EKttffl^BT 2 TB 9 Sffi 


cer Research. 1 n c^gfr© l"C e 1 1 


(72)?gl#tf 




Growth & Differentiation 




#PUWR»TW8"r276-955 D— WP5» 


Vol. u 




2om 






Ajl, 






=PSIJ*?fSm«±l.lTS17#l^ a- 






#kD101^ 




(74)ft3A 








mmmzm< 



(54) iiJtH^Hl^-fc^-rS^y ? a-i-)V^<DW^mRtmc -erbB-2ty^n- 

(57) 

mm t hfisseji&cDnigf^&^aji®.!: 

flcSK-BR-3 ^9&\stcmM®<»9LimMiiV&% 

Tlc«kt)g&3nc-e r bB-2HSSeKt#SW 
fcEJ&-f£©i c - e r b B - 2 * / ir n-^MK&iK 

c-erbB-2 BI«gfiSfc 
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(2) 

1 

[»s£B2] kh&&«gj8HcSK-BR-3©JgM±f[f 

c - e r b B - 2 BiSgaRfcfcJIttKlKfc-rs H t £ 
ft&ffSiac-e r bB-2t/i^D-tM#. 
[»*B3] /W^'J H-YGFD-OA-p 1 8 5- 10 
1 (ISlWBSflg 1 2 206f) T»S»*«2SB«© 

[fi!#B4] 2 fcf3«©ffi#£&<|y£#i 

[»£« 5 ] mtm 2 l£i3«t©ia#££«#<!: UT^ 

^rrs z. &-rs&0iMKiJH. 

[iBWwpan&iBW] 

[000 1] 
[0002] 

[ft*©i*ffi] gH&B5 0WR*i&n 

i:«&w«t5i:#ftnsrcifc, «eflSK*»a 

ftm^Uz/y^-j— tf©?*. ±&ffll&J&fiBT (e p 
i dermal growth factor, EG 
F) £KEGF©g£# (H^-) tlSfcrrsSa 
Rft3-H1-*HaSB€?.fcbT^m*nfcc-e r 
bB-21gf [Yamamoto, T. , et. a 40 
1. , Nature, 3 1 9. 230-234 (198 

6) ] <Dimm-MVi~?hz>v> 1 8 5»e^tt. a*© 
jftftHMBft enr* o , tttcRX't'icffiffK® c - e 

r bB-2tta?<!}iMH3WRS«&nT^«. Sfc» Z.O 
c-erbB-2 a&FQJMffeftA*. ^©» 

V>5 [S 1 amo n, D. J. , e t a 1 . , S c 1 
ence, 2 35, 1 7 7-182 (1 987)]. 
[0 0 0 3] c-e r bB-2Sem •feWt&fc.k 50 



#H¥7-5 9 5 8 8 

2 

D EGF Ms^HKHP tS«©«!jiSJtO»e? t 
bT^^n [S emb a, K. , e t a 1 . , P r 
oc. Natl. Acad. Scl. U. S. A. , S_ 
J2, 649 7-6 5 0 1 (1 985)], NjfcSg©^ 

7S/figffi*IJ©ffllM&#4 4%iitS<, WiVH* 

^'f>t«t0&0. ffi#H:73yK£8IK:&Vvr. EG 
F Hry^-©^^— F*-f >fc 8 2 XOMWBHtt 

-»sga*. *n**iE g f \zttfetz&mz&w2tt 

TV»*. *fc. c-erbB-2figfH7^f>n-^ 
S©ir(Bbfc5y hWJ&StS^n e u [Bargman 
n, C. I. , et a I. , Nature, 3 19, 
226-230 (1 98 6)] t«Htt«W<» 
hfcfett&ne uik httWc-e r bB-2t 
tt. Hl2t£?&Jil.TV>«'b0&ti&Snfc. MCI. 
c-e r b B - 2 teSH'gat 1 8 5 k d ©*€£©#& 
»tt*>/***fcLTlMrlSft» 75/&©-#*!i§ifc 
S^HSftfcSH^Ml 4 0kd<fc9#fc9*£^;itfr 

s. awwa^L&a'w^HTfcSfcJtftsnfc [a 

klyama, T. , et a 1 . , Science, 
2 3 2, 1 644-1646 (198 6)]. -£LT, 

£©? Jtl&tttMFAIc&v>T, ?->d >Cttfttt. 
[0 0 0 4] c-e r bB-2©£&,hfSJl8& (r-7> 
y >X 7 * - AlSttfl*. MMHBMMfcfc*r-0©* 

®#Sn-5t>©Tfe5^t*t?8^*^C&0 [Bargm 
ann, C. I., et. a 1. , Cell, 4 5 , 6 
49-657 (1986)]. Z<DZtfric-e r b 
B-2fc*ViTfe. #£-rS6 5 9#B©75/K#A* 

ineu«fiflPfcRI«fc. NIHSTSflACtt?*!'- 
5>X7*-AlB&a»f*t«ftSnTV»S [Di- 
Fiore, P. P. , et a 1 . , Selene 
e, 2 3 7 . 178-182 (198 7)]. C 

fe. HMlH©^S«fc0«^fe©©, «F5>X7*- 

A«gsjg#u^-5. sts ±EPW»«»*irr*t» c 

-e r bB-2»,fc9i«V>h7>X7*-A!8££#t- 
c:ne.©h7>X7*-A|g&8#L 
fc^Ttt, uTttfec-e r bB-2 5'>/^i'S©9 1 rJ 
->>U >Hfl:»tt*t±#UTfe0 [S e g a t t o, 
O. , et a 1 . , Mol. Cell. Biol., 
8., 5570-557 4 (1 9 8 8)]. c-erbB 
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3 

[0 0 0 5] V>£-t?©}gttlfc£LT«, 

-l:^ftWcc-erbB-2lt NIH3T3Sh7 
>X7*-At-£a&£8fcfcV>>5*» N I H 3 T 3 iffllS 
niA3n&SV4 0^D ; £-^fc-e rbB 

- 2fier©iii|g*jgc:u ^©%s^±#-rstN i 

ICftS. £©££*>£. c-e r bB- 2©&V>$gSI 

[Di-Fiore. P. P. , et a 1. , Sci 
enc e, 237. 1 78-182 (1987) 3 . 
[0 0 0 6] c-e rbB-2©k h&£*t*«S&? 

[Yokota, J. , et a 1. , Lance 
tj_. 765-767 (1 98 5)]. fUBtCOUT 
\t, t h^)Staffi**©lS«Sagat. c-erbB- 

2©jte^iiiii^^je)&n-5j:t [King, c. 

R. , e t al. , Science, 2 2 9, 9 7 4 
-9 7 6 (1 9 8 5) ;Yamamoto, T. , et 
a 1 . , Nature, 3 1 9, 2 30-234 (19 
8 6)] t, «fc#-m&ffittgfcJg«©ilS^&<D-OT 

^s^-r-st. a«s^ffiiiiici3v>TStS2 o%«r& 

©ffl^T?, c-erbB- 2 »&P©it11# M. *> tl. 

V^i:*^®$nTVs5 [S 1 anion, D. J. , e 
t al., Science, 2 3 5, 1 7 7-1 8 2 
(1987) ;Kraus, M. H. , et al. , 
EMBO J. , 6_, 605-610 (198 7) ; Z 
bou, D. ,et al., Cancer Re 
s. , 4JL 6123-6125 (1 98 7) ;Vij 
er, M. , et al. , Mol. Cell. Bio 
1. , 7^20 1 9-202 3 (1 9 8 7) ;Guer 
in, M. , et al., OncogeneRe 
s. , 3_, 21-31 (198 8) ;A1 i, I. 
U. , et al. , Gene Res., _3 2 _1 3 9 
-146 (198 8) ; T a 1 , M. , e t . a 1 . , 
Cancer Res., 4_8 J 1517-1520 

(i 9 8 8)]„ *H\z&\,*Tbnm*>fr^'tfim.WL<Dm 

hm-Vc-e r bB-2jf£Wt!<g£l&StU 10^ 
Mfritz [Tsuda, H. , et al. , Cane 



3) ®H¥7-59 588 

4 

eiRes. , 4_9j 3104-3108 (198 
9) ] . 

[0 0 07] £JLh©«fc pftflf&ro+Tifi^Ttt, c-e 
r b B - 2 9 >/^Rfc*rr ? a—TMH 

ft&%k&mz&r>T&&?zjjmmmi<ft-o-}&r) 

[Masuko, T. , etal., Jpn. J. Ca 
n c e r Res., 8_0_, 10-14 (198 
9) ; Yamada, Y. , et al., Jpn. 
10 J. Cancer Res., 8 0 , 1192-119 
8 (1 9 8 9)], c-e r b B- 2jg®£^®&£g 
m-rzVi#tVT>h.' 0OA«c-e rbB-2lfif® 
C*®fg«£^ilT5#U?n-:f;HK#. pAbl 

(T4 8 8 1) [h>J h>;H^-fX>X4fcSl (Tr 
iton Bioscience Inc. ; Al am 
eda, CA) ] tf H^-f >*BBW&#'J 

^n-^MKttAb-l [^->nv?->-tr'fx>xaS 

(Oncogene Science Inc. :Ma 
nh a s s e t, NY) ] c-e r bB-2©JfflS§ 
20 ^H^-f >*m&Ct% : t;9U--}-)ll3i&* SV2-6 
1 T [-^Wf 8c3££ftS (N i t i r a i Co. : 
Tokyo, J apan) ] ^jWoenw*. 

[0008] 

[?^a<#&U.fcS<hT5ffiJg;&] #f891©B««> IS 

tiwi/t^- (&*a©£jifc^) ss^-rs^ 
[0009] *56WB*fc thaffiaaie«cSK-BR 

ICiOt^n, c-e r bB-2iiageaJc^w 

tSiS-T-SSt c -erbB-2t;i> D-^Mftfl^g 

[ooio] ic^sim, mz%M<DmmiR.v 
ihmmzmm-z z\ t&t> gesture*, 
[ooii] ±iaaw^6.«*w^*fi 

40 >;u-+)iftmmm-cz%z.t.&%Mrt.mz. 

k h aSaBlfittcTfe -5 S K - B R - 3 ffllfi^ £±i2#& 
\Zfc-3 Tffi c - e r b B - 2 ^ J Z D-^SitffcSr^S 

[0 0 12] 

[rais*«Pft-r-5^ft©?g] *^wt«tntf, t y% 
mm<o i%mfcm*%mm <t l-ob ^ s t 1 1 

jt^fe. Rt;t hfl,«ifflBa<*SK-BR-3-e^l/fc 

«asife©^SBiiati«a»i^©#iiaBiet©Bt-&fc<fc 

50 OMSftifcM^'J F-TCJ:0I4Snc-e r b 
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5 

b - 2 Msga®fc#nttfc£«-rs c: t*®mtrz 

iac-erbB-2^E/£ D-tJUnWW^ns. 
[0 0 13] *fc*IEWtJ;n«, /W^U H-v*tG 
FD-OA-pl8 5-l (%IifIf^l 2 2 0 6 

^) TfcSiStTic-e r 58-2^/^0-^* 

[0 0 14] #89tta&«, c-erbB-2HlIS 

[0 0 15] £TF. ^^©t/^n-^taft©©^ 
[0 0 16] #fS9iia#©g£tt, -tS2<Dat}fch«Si8a 

(epidermal growth factor 
receptor ; EGFR) , -f >X »J >*£jfefiHT 
Vtt9- (IGFR) , ifa^«S*i«fiE9TH:^ 
— (platelet— derived growth 
factorreceptor) „ nn~— fIStHT 
P-fe^- (CSFR) 

[0 0 17] #5£$#ic-e r bB-2^y^n-^-;V 

itib<o-is<Dwmm {fsmsm tvx\t, thasi 

JfittcSK-BR-3«BJi&©W^^ffiV^nS„ Kfc 
gflffite, SK-BR-3iffliaj;D®S©^fC^, 

3> (ATCC) fc^KSn-Cli* [Have 1, R. 
J., et a 1. , J. Clin. Invest., 
34 , 1345-135 3 (195 5) ^F#flg] . 
[0 0 18] ±ESK-BR-3ffl!6©-Sjm&£ftg 

MM?2>Z\tiW£Z> [MxtfHanf 1 and, 
P. , Chem. Phys. Lipids, 1 5 , 1 0 
5 (197 5) ;Hanf land, P. , Chem. 
Phys. Lipids, J_0, 2 0 1 (1 9 7 6) ; 
Kosclelak, J. , Eur. J. Bioche 
m. , 37_, 2 1 4 (1 9 7 8) ^#B8] . 
[0 0 19] tfcfr&tt. itl^WtH:. mz.tt±m%. 

%&®<DMnmmmfo ammm) tens-sauna (h 

ybridoma) £#j£U £*l<fc0 c - e r bB- 

2 mmm&m&mm-rzfiimtfi#-*£.&? z> z-n 



4) #^¥7-59 58 8 

6 

4 —let 0 SSS bfcSSM#: t UTfiJffl-r 5 - 1 fcWfg 

[0020] jicgj^assawiijicfe^T^gi®, hp 

RaHfiM«ilfit©3i^tt&#^:UTSiR-r-5©*5»*b 
[0 0 2 1] ±©K:fcV5Tffl^£n3fi#£LTtt» S 

a»!gb©jni«f7;i/^s>S, jfir*^u^u>S, 

.toatasn&ges (7x#u-x#itm w&me 
1-6135 ^©K*\ #u u?x 

[0 0 2 2] ^fc^U^tLTtt, 3^©SiJS©^ 

tSD«ffi^nTv^t>©*j£<^fflT€r?>. &#mz 

N, N' -m-7irl/>y7H5H§©yVl/ 

N-t HD*vXi'->W5 FX^fm 75 /St 
#;i^*->;Wgfc£7S F*§£Sit-*afi?©^9 1 FifiS 

A*->WM-/-f5H, N-X^-N' 

73/»jm?5M 5 i-x^-3-^vyntf 

W, 75 /gt;fr,M^g££75 F*5fcStf*a* 
©iM 5 1*8«<!>jR*lte*i««¥l? * Z t««T?**. 

Sfc p - i?7V-VK'3x.-)Vmfm<l) : ?7V~V A7 

•j -^^^^^stas©^^? h^^^s^sm 
& w^.«±iBK*ie^jt*3fi^-ii-& i &©t>> ±ett 

50 [0 0 2 3] «A«-7^X*CTtCtDP)i-rn 
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(5) 

7 

tf. ±Efc#iaIS&£S&:fi*£Wy (PB 

s) ^£afc£*^T33fc&&tc#:Ru mm\z&*) 
m%<D7yart>b£.mmvT> #«Kj&fc2~i4B 
*krb»*u i&at-zmtm ioo~soo#gA 

mmtbx\t. jiftwm&zmsBmzmtiiLTmm 

fflsnsaBBatt. m&mpmm&mii (fcs) mzsts 
m%<Df&mmmi&, fumttt 5 % f c s aamR p m i 

-1 6 40*«H?fcT**«. 1 0-1 OOfgfc&atU 10 
>F&£V>tt77A£fflV>*©*t®S-e&-5. 

[0024] ±cftftira&ite3n«^©*uiM&£: 

S*©*)©, 09*.tfp3/X6 3-Ag8 (X63) 
[Nature, 25 6, 495-497 (1 9 7 
5)], p3/X63-Ag8. Ul (P3U1) [C 
urrent Topics in Microbio- 
logy and Immunology, 8 1 , 1 20 
-7 (1978)], P3/NSI-l-Ag4-l 
(NS-1) [Eur. J. Immunol. , 6, 5 
1 1-5 1 9 (1 9 7 6) ] . Sp 2/0-Ag 1 4 
(Sp2/0) [Na ture, 27 6, 269-27 
0 (1 9 7 8) ]., FO [J. Immunol. Me 
t h. , 3 5., 1-21 (198 0)] ^7yM:S 
IJ5 2 10. RCY3. Agl. 2. 3. (Y3) [N 
ature, 2 7 7, 1 3 1 (1 9 7 9)] ^f©fll 

[o o 2 si ±.&%.&mmtwnmfammm£<D&&K 30 

&$n©7m WifiT-f jpx^-f yt> (Mils 
t e i n) ©7jj£ [Method in Enz ymo 
logy, 11, 3 (1 9 8 1) ] gKHPUTfrfc^Jl 

ftfemm* eg^tftfyx^^un-ju (peg) . 
•tynv-vix (hvj) ^©ffft-R:, a^©i§«! 

*fc, ttSU&a <«AH£) fcASjSrife 

aeist©ffiffljttt, a#©75&t£t>Dfc<, tiAift? 

SIBBJMiBlc»bTft!»OA«fi 1 ~ 1 OffiSKfflfr> 

pm i - 1 6 4 oig*. MEMm -e©ffij:©aMia 
JMfcHRicttJiisnsfc©**!*?*. a#£ns& 

«5tt^l&ieJlil» (FCS) 9©jMWfK*JfcV»T*<© 
***V». fit^«±l2^gffllfit^S«B)iajl«8)iat©0f£ 

l/fePEG8E Wfcfi^a^FS 1 0 0 0~6 0 0 0 50 



#^¥7-5 9 5 8 8 

8 

g&©*>©£, mn^mzmz o~6 ow/v^csg 
[0 0 2 6] #6n«»ra©/w F--?©#5Rtt> 

att©S8>J«il. «J^«HAT«1S (t***>^>» 

fc«kr)fT*fcn-5. KHAT«*T©J(*tt, awt-r 
*A-f H-V6W.©HW (*gt^«IBg^) tfjEjrr 
*©fc*#fc»IRI. a*RHMfca«MJ»r&*.tfJ: 

v». jj»<UT#6n«/w^uH-vtt. a^©isiw& 

[0 0 2 7] B«J$t^S^«c©^«, MAtfEL I S 
AS [En g v a 1 1 , E. , Meth. Enz ymo 
1. , 7_0, 4 1 9-4 3 9 (1 9 8 0)], 

& xxybm. mskfc&m* -tvzu-- (ouch 

terlony)S, v^^hJJv^L-i (R I A) 

&«©-£tc£#©ttffl£m> &nrv>£8* ©#& 

aR&D^5->^fT, KI3 0-5 3K, B8ft5 7^ 
[0 0 2 8] ^<LT#^n-5c-e rbB-2H^S 

ansB«-r*Bfa©*/i'n~^-Mjifl:ftKi , r6A 

A-r^u K-T^e > ©*5sw ; Eyi'n-^-;i/$i#:©sm 

*n*. 83#©#i£te, it&il«£©ia#£ 

#5©fc^LT:fc9, &£©#&«> $ifr©*a^fc 
ai/TV>«. £fc±B©£&<lsTft&tl«ft{M*. 5 

[0 0 2 9] sMBHtftttl*. JinSfOTbT, 0!*.t*ft 
¥%££9. c-e r bB-2iijgge®£fflffifl.t># 

[0030] *^w*t#©fjfflc«tn«, 

©c-erbB-2 liggGRfc, ftl£K£££ D#H 
I A) , »^^S88^te (ELISA). ^SaP*fe 

smtt«©ftft¥ffi#t6]9»iitf&n. ^n^^7jft©JS 
— 17 t n-^tf©ffl^t*5swei**^-&5-a- ; 5*v 
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2 K# fcbT^ftfift JKDfc^fefc* 
&Wm#&Kfoi£ Xtt±£|g 2 y 

jrrs&#. ^A^sfl:bfc«Bi)es 8 2 p. 3 5 s, 

it. ^/&>#8S&, E&ttJ8#>£l'AU (Laemml 

1) zaK&mmwizm 

1 1 O-C^WitSiBTSJ&S-B-, #'J7f JJKTS 
Fy;K£&o fc S D S - # 'J 7£"J ^7 5 HyMS* 
Hi (sds-page) £fTfc5£tK:<kD, *&9I© 
tttJtttKElM-* c-erbB-2 H8gSfl© 

[0 0 3 1] ±fE&£&fc£V>T&#ibTtt> m 

[0032] *stmm®WHMniiis-ai> ?)vu7 

[» 5 S] 1 2 5 I. 1 3 1 I. MJ^fr 

[Nature, 1 9 4, 4 9 5 (1 9 6 

2) :Acta. Endocrinol. Supp 
1. , 1 6 8. 2 0 6 (1 9 7 2)]. 

[0033] ^m^mmt. mm^m&mx^mmm 

t7rffJ'X, t7rn-x, tfux^x » 
HDX #7XfcT-X> 81, #'J 75 >-;*?=■ 

LTWJl<7JVTt F, ^Wfl/HV^yt- 
h**«v»*) > Ug 1 SiSlcJ:«&fMt^i6«oft¥ 

; #5XH-X^©#?L&#7X£lfi#:<hU 

0*L<I44~4 0"CgS©ia^-P. S^~2 4^ffg 

[0 0 3 4] j5>< LT, *»9itt#ftfflV»ntf. ffift 
K, Afgftfc. &ft+©c-erbB-2Wi£geft& 



4#S¥7-5 9 58 8 

10 

[0 0 3 5] **«*8!»tttt*fflJBU;^mfflaC|C 

[o o 3 6] *5S9ifc#©t hstaettt^-rsiffliepi 

$K»»C«tn«, *589ifi#ttS K - R B - 3 SB^A 

- 4 3 i mm\zM?zMimgftm ztrtz z turn* 
VT&m-c&r). ^wckntft hRtf-ewteonta 

[0 0 3 7] *3fcWfii«Sg8Jtt, J&t/ira-l-MIt 

frhmzm^ism%wmwmft*u&\sTif;mz®i 

ttti/ot, m®-2nz®Mo&mizm\zj&VT> as 
a^s^ssa©*)©, wAtf^ttsi. mm, 

2£iiStt*l. 'Off!*. 5fi3feflda*O0t»«J75S«R 

«ore*ntf.k<, MA.\nm. ®7mm<D®mv&-o 

Tff*. ±Bfrvrn©»ttfett&£fEv>iiK-?£«. £ 
«AH»»*l*lBo!WaTrttlMRl'j, &T» & 

[0038] *xmn*mM<D8*mmuM<DiBL±is 
©s*<» 0. ooooi~8o a*%efiE^sns t> 

0 1 11 g~ 1 OmggSCttfflTMSnS©^*^ 

-¥^nfcm#©^rtici5^T«jiffiii-e©«ffl)ia^^ 

[0039] 

[0040] 
[004 1] 
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7*VU> • $ <i? nV9i> a> (AT 

CO «k9A^bfctha$ilfflJfi8cSK-BR--3 (!? 
I6#^ATCC HTB3 0) 5 %SBPFfiH£F C S 
C*-'J ♦ YWWAltS) f<-vU > (1 0 

OWml) R^hUyhT-fJ'^ (2 0 0mg/ 
ml) t^lniAfcRPMI -1640** (B*$II£ft 

U5d>, QtBL-n-zv-i r-ass) -c. 3 7trF, 

5%C0 2 ffefrTlCiSSLfc. 
[0 0 4 2] ±EMB#<IWBaiaftftl-fc& lil«7U 
-©g*i£Tft^. H«*^5 Omltim*. 

ifc. 3 7 "CT 7 2 >=¥^- h 

U-©«&2 0 Om 1 SikS5y y f77D-YM- 1 OK 
(SSS* : M» *»yht7tl 0 0 0: T53>ttfi) 
*S*bfc^'f77n---fe;P-^'fy8 20 0 (75 
3>rj-#a©) fcJBt^T, gJdtfXfcTinffiLT, IS 
«±ff£2 0ffift8 OfgifcigffiUfc. SI8tt«. o. 
2 2 |im5'J#77w;^-Tffljab, -8 0tTSS 

[0 0 4 3) © «#g£/Vf7U H-VOiJjgt-* 

±B®TP1S 1/&SK-BR-3 8MS© 2 0 fgjglfi&S 

it©Ba 1 b/c£v>>X (6i@tS> H*^V- 

fc. -t©&. Rtt«)nse2ia> sarotssicpwHci/ 

TJiina-^U fi&ft^©7B&fcS{csK-BR-3 

[0 0 4 4] ftftftftOSHftlC. ft«bfcT?r^J:D 

TT-f^X^-f >6©*tt [Mi lstein, C. e 
tal. , Nature, 2 5 6 , 4 9 5-49 7 (1 

9 7 5)] ft*ftLfc^KJ:oT||inMtefcaT©a 

RPMI - 1 6 4 0igJ6T3lHli*#U N*lCl!l#®lll 
<5V^X«UHBftP3/x6 3-Ag8Ul 
[Ye 1 t o n, D. E. , e t a 1 . , Curr. 
Top. Microbiol. I mmu nol. , 8_ 
±. 1-7 (1 9 7 8)] feifcifkLfc. ft. Z<D-?VX 

%mmmMte> i oxi&pmme?qrto.m ccbs : a 

-i?o-> • ?#?HJ-Xttl0 ftinA&RPMI- 
1 6 4 0J§i6«PTl 0 0mm«fl (3-->^tt 

10 ±T3 7*CT. 5%COi Tt?«f«LTfflV»fc. ± 
raiRB&ffllHIIB£&IMUMtl 0 : lfcfc*J;5 
tCSOmlO^a-yprttfiftlU ft&n&MBft&tt 

t2ooxgf5»iW«6ft, ±fg£/tx > .y-;nf' , w 
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[0 0 4 5] ^C3|?'JX^l/>fUn-;V40 0 0 (;* 
Arjrlta. 6TF TpEGj tU&frTS) 2ml£Jn*. 

WC3 7 X; tC«® U fc^BfejeJfllfS (FCS) 
RPMI-1 640«ilml^o<0tl»mfi* 
WX»*. l^ltttl, XfcH*2ml«B*.T2$i' 

WP, 3 7*Ct^iaLfcl 5%FCS, 2 0 0mg/m 
JO URlXM/^fyfyX 100U/1^->'JX 
5 4mg/ 1 f>9H -»Rtflm 1 KJI^- h 
tt5RPMI-1 640 (£TF£tt£S££RPM I - 
1 6 4 0Jgift£V>5) 8ml *2~3^ra*^tTjB^-fc 
2 0 0 x gT5#Wj&fc#«IU£. ±^*!R5IIS|i* 
U 3 7"Cfc«iaL&^RPM I - 1 6 4 OigiSiK 

rmbix i o 6 <i/mi ttzz&oizmmm 

fc. Jfcfc, J10«jB«ft9 6«>x^l/-h (3-X* 
— Ifctt ©#£xJM£0. lmlT3»ftU 3 7*0, 
5SSC0 2 , 1 0 0 %il©-f 
a) Lit. 2 4P#ra&, SmMk^U-^fX 20/il7 
5;7*f U>W8 0 0m 1 f5i>> (7P- • 7 #7 

hu-xaio ft^tn oxfcssa^rpm i - 

16 4 Oigifi (£rF£*l£ THAT^fifij tV»3) © 
0. lm l-rt?S:#>>x;W^»bfc. &Mk. ±ffl&2 
HBfttf3BBfc**UPno. lmlT3«9IU 8rb 
HHATSftO. lm l-ft3*lni^.T^lftbfc. -€•© 
±BaeflSlfc2-~3H**fcfTfc-3;fc. 29l«g(C 
ngfc±fll&ft9IU 5mMb#*1*->^>Rtf8 0 0 
xt 1 ^5>>>£^iJSe:£RPM I - 1 6 4 Of&ife (E*T 
30 rHT«ib tV»5) fcft^fc. 

M I - 1 6 4 OttJATflfflfclftftL-fc. 
[0 0 4 6] ±eaffsfcJ:SIMMte&. 10-140 

9 6 •> x)Wyi/- h <DSmm<0 1 / 4 £ AfefcttJ: 0 . 

ftset® t uTffl v^c s k - b r - 3 mmom&m est 

KtbT, (EL ISA}*) ICT, «H±fll 

(Method In Enz ymo logy, 7 3 , 
3 (19 8 1)) fc±0» /W^'J F-^©^D-r:> 

- B R - 3 «Hlia©li^nSJiKT©<t 5 UTPRl/fc. 
Wft. 596FCS^1«RPMI -1 64 OSfffiTSK- 
B R - 3 fOCieJSilSi. *ofcSK-BR-3MB&^'J 
>KiS«^ (PH7. 3) [1 0mMU>KRlXl 5m 
M N a C 1 ] Ttt^U. 413T4 0 0 X gTHfcO»II 
U A*fcJfflifi£fi!Sig«ffi (pH7. 4) [2 0mM 
1, 4-bf^7> 5 >'v ? x^>JiS^-NaOH, ImM 
MgCl 2 Rl^5mM KC 1 ] «PT?^-ft; (2 0 X 
ha-f) bit. «H!S©* ; E^*-Mig«J4'CTl 5 
50 0 0XgT5»P»»SL «©^Vi/b*X^J 
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~->>f<DlZti><DtmfttL1t. . 
[0 0 4 7] ±S-CHSbfcSK-BR-3«Bli&<D&» 

mftm (ixio«fi) £5 0u i h07.rn.mwi (ph 

7. 5) [2 OmMHJX&Sfttf 5 0 OmM NaC 
1. SAT TTBSJ £l>3] 9 6 9i;W 

^or/w-hw&^xjMdi^, 4 < CT8«fW'i'>*j- 
^-h-T-SJitfciOn-h (&g) Ufc. #v>T?±tB 
^Cx^SO. 0 5%y>f->2 0£^tTTBST3lH| 

2 0t:-ei^w, TBS*fc3 o o it l/^x^roo. 

1% (W/v) BSA (3->®75^">a>V:Sl 
Ifi^iaS) T-f >^3u^-hbfc. !&V>T, 0. 0 5% 
y^->2 0£^trTBST3|HliSt#U A-f H— 
V±fl|5 0/t l/ml-ft?S^«>x;HCin^fc. 2 0*0 
-ClNfP^B^. ?x;k£ifc#U 3 0 00f&Cf&!Rb 
&5 0» 1 ©7MU7*X77^- tffc*y^U>^ 

[0 0 4 8] ^-Og, 5mgCDp--hD7i^U> 
m (A*-f t-5» F&g) *^DB*-»H«© 50(t 

i/Vx)V&mz.. 58&kj&£o. sm neohos 

Ou l/£xJl-£;ta££££fc«fcDf?it£i«L. 
HA/U-y-NJ 2 000 (-f F&S) 

[0 0 4 9] J&><LT, 7 7 4«7x;l'<kt). 
£WT£^/*n-^;MK#£g£T£A^:/U H— v 

1 7t*&#fc. utte.te-wen tgfd-oa-p i 

8 5- U ~ TGFD-OA-P 1 8 5- 1 7 J 

n£c-erbB- 2fifi7fiK&ftlEttKS««iStt 

[0 0 5 0] EPS, 3rrSK-BR-3)MK>INB*iF 

7j ft [Kasuga, G. , et a 1 . , Metho 
d s En z ymo 1 . , 1 0 9, 6 09-621 (19 
8 5) ] iCftoT, ST SK-BR-3»M§©1 X 1 0 
'i/10 0 mmJme>&&flSlffljS£ U >J&7 
U>#-g«r& (pH7.~4) [1 1 9mM NaC 
1, 5mM KC1. 1. 3mM CaCh , 1. 2 
mM MgS04 , 2 5mM NaHCOs, 5 0mM 
He pes (N-2-bHD^->X9 1 JHf'<5> ? >- 
N' -2-x*>x;v#>K, ->^T^r5*;HtS) R 

1*0. 1% (w/v) BSA] TttfrUfc. ±13 

3i®gi!ffll!&£ s * PI (18. 5MBq/ml, -i- 
-f>^7>H • JtirUTtm) SJBHT. 3 7"CT?2I$ 



8) #^¥7-59588 

IIQ. ±EtBCWWK2mm>T«IUfc. tffilfi£5 0 
mM H e p e s *fftS»MMM [ 1 0 mMfcfai) > 
R*-MJ«?A Gfd%K£ttH) » 100mM7!/ftth 
UCA (WJfcfc^ttS) . 4mM EDTA, 2mM 
PMSF (^x-JM^X^XJ^^^'f H. S/ 
^■7^r3*;waSS) , UhUh>X-10 0Rff4 0 
0uM*^h;t^-5?>«^hU«>A] (pH7. 4) TJ 
4'CICT 1 KWWSfllS-B-fc. *8t>£ 1 2 0 0 0 X g 

10 W2 0 0u 1 £c-e r bB-2fi€ : ?gigUC!|#M«Jt 

[0051] © #&imtmmm 

±ffi@T?#fc^SStS2 OOtfl t-^fj-->f 

77P-X (7r;Pv->7a») 2 0 it l Srin^> 4 

"C, 3 Pf M'f b Lft. Rjfc&jSS 1 2 0 0 0 

xg-no &m&<i>&ii i/, *attim&%*MMMrtt 

a? (pH7. 4) [50mM Hepes, 1 OmMlf D 
lOK^MJ^A, 10 0mM7!/ftth l J7A. 4m 
M EDTA, 2mM PMSF, 0. 0 5XHJh> 

x-ioos^4oo/t ua-)v vn-f^ym-r v u •> 

A] fcT3|IH!fe#Ufc. itHi*5 0/i 

-f M/fc. ^UT±g!8Sfc£WxU©7jft 

[Laemml 1, U. K. , Nature, 2 2 7, 
680-685 (1 97 0)] KlftoT. 7. 5%#'J 
7i"J;V75 FWl'fcJ8V>£SDS-P AGENDA- 
.30 ffiVTc. ft, JtfBSDS-PAGEK<&BL£SDS« 

> <£?*2 0 0 0 0 0), ^Bg/S-tf^hv^- 
■K GH^l 1 6 2 5 0). ^*'J7-f «H"«9 
7 4 0 0), BSA <&?A6 620 0) WJW7)^f 
3> (#^44 2 69 9) *C, ^T/t-f*-5yF4fc« 

fttttt»bfcA'f!/U H-^©^a-x>^tt, 9 6^ 
40 x^l^-hKIBJBSO. 3®/>7x;HrS:^«fc5lC^ 

®.vrcwiRftmmz&?Tfttfi?tc. ^a-x> 

2 x 1 0 6 ©/»7x;W£fc5±3fcj60;L£, 
[0 0 5 2] ±|B»fls©i^S, 3fl5^fiLfcl&S{^!£S 
fc**U 3 5 0 u 1 ©««««*»THK««l/fc. 
1 7<D/W^U K— TO«|>«»6±Btfc±5lClxT#6 
nfcA-f^U F-TliGFD-OA-p 18 5-lt^ 

[0 0 5 3] RyW^U H-VOttSM^cOSOffftt} 

50 ft:. BP^, 5 0% (w/v) ISftWffiKT^-OA© 
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WM\ZiL 0 it© 1 40mMU>K@ffii8c (pH 
8. 0) 4>fcBiS#3-S\ g»«©-SS&77^r:x 
^y;K/n5M^A7#n— x^Afcin*., 4*cti 
4 0mMU>gt±MJ£Ag«& (pH8. 0) 

lOOmM^Sth'J^A (pH3. 0) TSfiffi 
ffl^Kft^TSfflSl*, StfJ^ffi-^TfttpHtiUS 

[0 0 5 4] ±i2T#Snfc#f8Wft#M£;W:/'J H 
-7GFD-OA-P 1 8 5-ltt, iM^^M&m 10 

j:m&.ffim9Lffi\z fgfd-oa-piss-ij tt.z 

1 22 06^ (FERM P- 1 2 2 0 6) J "Cfe-S. 

[oo55]@ *;>?a—}-)mfmm±.tii<Dim 

±E/Wy»J H-YGFD-OA-pl 8 5-1 £5££: 
RPMI-16 4 0g»T. 5%C0 3 *frTT, 3 
7 'Ctt 9 6 ^^iU, 3 0 0 0 r pro, 1 

05HWS<i>#RiLT. Btt©*/?D-:f-;MK#£-&tJ 

[0056] ® *t§«a#©$?jg a? 

±^©T#&nfe/W^U H— VGFD-OA-p 1 8 
5-1CD1X10 6 ^»^UX^> OWJy 
^ttS) &»abT4Jl>fcBa l b/c^V^XfclglB; 

wg^-bfc. i o~i 4B^. mmvrcmxzumv. 

[0 0 5 7] K18*#©Si#£, ftflCfitS**;/ h (MO 
PS kit;, /Ht-7y HftSJ) Sffl^TiffiKb 
T» Sfgft&GFD-OA-p 1 8 5- 1 

[0 0 5 8] «T» ±taT^^n^:*^tt*©#tt* 

iyg092tuT^-r. 50 

[00 59] 
[HJS092] 

D-tM#OU-^5'7Xtt, I gGi « T&ofc. 
[0 0 6 0] @ iffit££l"'W 
*J£0!J 1 ©@T#fcgg±fit£&i>#SliU ±?g£ 1 0 
SSFCSgsitlRPM I - 1 6 4 0JgJftfcT, 3 7tT. 
5%C0 2 <7)*#TIC 1 0 Bra-f >t*hDCT«*U 40 

[00 6 1]® ift#:©?jffi 
$SLfc c - e r b B - 2®^ g<&W&®e© 5 0m 
g/^xJl/S^©3-h (4*0, 2 4U$|ffl) Lfc9 6 9 

0. 0 lMU>Rtt8HH* (pH7. 2) T?, 4TJTfc 

2 4W ^Dy^Ufc. -£©fg, &KM 1 ©(Profe 

ttfc. ±fBtt*flrC3lelft»ft. rt-**^Hf» 
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S) Sffl^T, c-e r bB-2»erg«5KSgefc 
»*Ufc!ft#*WeUfc. 8St±iit©8 x 10 4 

[0062] 

c-erbB-2lfifli EGFRS£?&0>ffiHtt 

a«fc^-r*bh«BB«cT**A-4 3 iMfi&$ 

RgfcLT, SK-BR-3mmtfic-e r bB-2®£ 
J f&S!^-r**>a!'5*«:, SE»©c-erbB-2mR 

[0 0 6 3] COKHtefclvO*, fc h±&ffi*fflil&flcA 
-431 (ATCC CRL1 5 5 5, Fabrlca 
nt, R. N. , et a 1 . , Proc. Natl. 
Ac a d. S c i . , U. S. A. , 7 4 , 5 6 5-5 

6 9 (1 9 7 7) *J8V»fc. 

[0 064] SK-BR-31IBtA-4 3 lifflj&£, 

tt, [S u z uk 1, M. , e t a 

1.. Jpn. J. CI in. Oncol. , 17 , 1 
57-163 (198 7)] CIciT^|I/fc. 
[006 5] 'A\zmW&^ : 1 ~EJU#** : 5 \Z^VTc 
5 U ST* P:/a-:/S. SKDNA 

:i**W*?KfcHPLCTr««LT. BW^n-^t 

[0066] mmmn: uc^-r^-u^^w^H^ 

n-ys^n-^iiU aTft^n-^lOSWJi 
HflWSttLT, <€-tl&©RMttt«9l*l£ 

1, :/a-:/2Rtf:/0-:/3tt. c-erbB-2fi 

fci-mmommn-YMy (2-2 1, 34-52^2 

54-2 7 3) (DE90«3-P < r«mRNA«BM*r 

7n-:/4tt. Se©KaiSH^-f> (6 54-6 

7 5) ©Eft&n—Kr&mRNA&fBttl'S. 
n-^5«, S£©ffflfl&SK;>W> (1 0 5 5- 1 0 7 
4) ©ffi*U£n-F-r-5mRNA£g&-r5. 

[0 0 6 7] bH3-7^>mRNA©fgg«. 
#t><Djjm [Hon d a. S. , e t a I. . J p 
n. J. Cancer Res., 7 9 , 6 6 7-6 8 
1 (1 9 8 8)] fcffioTfrfcofc. *fc. 
fc-fcUT^fMfcfe&O'JjffV— ARNA (2 8Stl 
8S» 7T)V?is7&W Sffl^fc. 

[0 0 6 8] SK-BR-3MBC«V>T. MBM-H* 
-T >\Z— grTS c - e r bB- 2mRNAC0ge»C/Vf 
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5. 0kbpi2. 0 kbpfflSHHMXftfc^O© 

<D&m&K>m^rz. mM&v*'{>iz-$cr5c-e 

r bB-2mRNAOlfil:M ^'jy-f XT^n— 
at&tiiSttfc. A-4 3 UfflB&fcfc^Ttt, litlE&frT? 
□ -:/ft&fflbfcl$tt, /j-y^^mRNAtc-grr 
"TSc-e r bB- 2mRNA©get:7Vf r/'J^'TX 

tt. MJBRH^-f>fc-SW*c-e rbB-'2mRN 
A©»efcA-f^'J^Xr*'bOf4, 5. OkbpK) 

|g*«fcD. SK-BR-3*fflB&li, mbfrtzc-erb 
B - 2 mR N ASS ftSESTT-S *>©T&5 £ <bPN«. 
[0069] 

3 ] &«£t#ftffl V>fc&£8tffttSf 

c - e r bB-2Sa^EGFgSSK^-r-5^'Ji'n 

[0 0 7 0] ia#£bT«, c-erbB-2ie?g 
m<OCffma>» (C*«14 75/glSM: 1 24 2- 
1 2 5 5) «B«T*«>tf*#U*n-^JWM»:il,T 
pAbl (T488 1) (HJ h> •;W*U--fX>X 
&M) ft, c-e r bB-2jee^S®)ige<0^— fcf 
H*-f> (75/KSBJH: 8 6 6-8 80) ftBfti"<& 
£1**#U*n-:^MK#:<i:bTAb- 1 (*>3S?- 
>--9-fX>Xtt» ft, ifcc-erbB-2lgf 

t«tlTSV2-6 1 r (-^WttSJ) ft, * 

n^n&ja bfc. c ©tutu i g g i o-y-^f 5 x ft # 
fSt>©TabD» v73^o^S [Masuko, 
T. , e t a 1 . , J p n. J. Cancer Re 
s. , 8_0, 10-14 (1 98 9)] CiOMSn 
fcfe©7*&«. Sfc, EGFR©MB*F;t'f >©ftM 
[G r e e n, M. R. , e t a 1 . , J . I 
nvest. Dermatol. , 8 5 , 2 3 9-24 
5 (1 9 8 5) ] ftMK-Ti&fltEGFR^y^D-^ 
SttttbT, RPN5 13 (7V->tAtfc® ftffifflb 

6. C ©tftttttftgiSt bTA - 4 3 1 MBft h U 75/ 
>£&l/&fe©Tfl*j£3nT&0. I gGz > ©ftfBft 

#f *"b©T?*«. ±f2&fli#:«v>:fnt>i$,&iK8#lc 

[0071] ft&tmvtc&oft&ftWiaft&tW®.* 
*©a9BBi/fc. bps, %bb i <D®tmm<D-Js&~v 

SK-BR-3tttA-43 1 SHISWjfflJS^tf&fe*© 
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[00 7 2]® #u*n-^Attfla5««Eftr«&«fi 

fSJSflJ 1 ©<D £ H«©^g"Cfta«lg©fe6© S K- B 
R-3ifit, A-4 3 1BBfcft, teibT-mmistz 
#U*n-^;PSi#ftffr£bfc. BPS, 3 0EOB 
a 1 b/c^vCrXft5t3©^;P-yfc»(t, £TF©tt 
ftftM3[HK M&Pi&^Vft&Vtc. BPS. V)V-7\ 
lCttFCS©2>.©20 0tf 1 (n = 3) ft, if)V-72 
10 ICtt2 0f&fcfiffib)fcRPMI-1 640J§Jfi©2 0 0 
til (n = 5) ft. ifA>—~?Z tttJfil?S7U-RPMI 
-1 6 4 0J§fl&«Pfc#3;n£l 0 6 ICSK-BR-3 
MM (n = 6) ft, ^-^4fcttSK-BR-3»|ia 
fcioTiISnfc2 0<gS«SS«S«)2 0 0/i 1 (n = 
11) ft, *fc£W-:/6fc«A-4S lilBI=J:Dll 
SStlfc2 0teSMgigifi!©2 0 0(i 1 (n = 5) ft, * 

^fc. BP*. yWll:BFCS©*O2 0 0(il 
ft. tf )l-72\Z\t8 Omzm&VtzRPM 1-16 4 
a? 0%iO2 0 0fi lft, if)V—^3\Z\tiSLmy f J-<OR 
PM1 - 1 6 4 0«ffi«Pt-&*n-510 6 <S©SK-B 
R-3MBft. tfiV-H lC«S K- B R - 3 fflBCfc 

oTiis$nfc8 o^igffi^M©2 o o/z i ft, £&y 

Ar-^5tttA-4 3 lBBCfcDM82ft&8 0£B 

fis^sfi© 2 o o m i ft, -en-enja^-bfc. 3 b©&, 

V^XA^#fcjfilftftc-e r bB-2»fc?®8rfcE 
G F R t^-r-5ftft:©?¥«©?ISftff fc5 &»©&#«: 

BE*K«ufc. fti»£i*ras bbmi 

C®ffl*ttt«9T, .KMttBBUfcS K- B R - 3 S3 
59 IS t A - 4 3 1 MB* S OlBBBflmxaHS b 

ft4 < CT?3P3M©IH&l On \<Dit*)!ru—y)V1jifct 
^/^n-^fltffcXktNMS GE^V^XJfiim : n o 
rma 1 mouse serum) 
- h bfc&fc&«©*a3ft bT&g«tf*&fT fco fc. 
[0 0 7 3] ftffitt»K£®£Sft8lBfttffB2H£ 

[0 0 7 4] $gl0f>, AttSK-BR-3«]&©## 
««*>6©. BttA-4 3 1BB©##K«W»£©. 
n^n©^«E«:l^ftSt> b, a u ^ n-±;P 
4£? SittAb-lft, P-^btt^U^a-^gt^pAb 
lft, l/->c 9 a-t^S V 2 - 6 1 r 

ft.U-^dtt^W^y^.D-^Ji^GFD-OA 
-pi 8 5- lft. l/->el!EGFRl:^t5 ; tyi' 
D-^-;l/etffRPN5 1 3ft, iftW->fBNMS 

ft. -t-n-en^-r. a©Ac*its«j&t)=^i8i 

«, SK-BR-3ISSMWW 2 PTSSSbfe 
c - e r b B - 2fie^M3©fc88fcjBft*b, 0©B 
fc*lt*«l*i?)*BJtt, A-4 3 lMB£MMb#&0 
s 2 PT?^HSbircEGFRae^g«5©^a«:»ft^ 

50 -r. ^HiciJ^-sS^H^ftT-^-ro^ftft^fc 
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-r. 

to 0 7 5] ®®k*)'A<Dz:£t>mz>o 

[0 0 7 6] HT£. SK-BR- 3$|&© 3 2 Pgfgfc© 

* n-*-JI4M*i c-erbB- 2 jfifc^K®© 

gfJC^/^n-^tftffcGFD-OA-p 1 85-1IJ 
tfcCtf^fil 8 5 0 OOS^c-erbB-216 

?m®~cv >&itLrcm&*%&imvrc (h©a©v 

->a~l^->d#M) . LfrU EGFRCiMF 
>e~^->f#JRD . A-4 3 liTO© 3 4 P 

®m<D%%-v\t> c-erbB-2 ae^g&c-arr 

5 U >BHb A* > F fcL c-erbB-2 MmzM 

->d#flg) . Lfrh, 1 7 0 0 0 0©^«Sitt?U 
>Kfcbi£EGFRfcL ttEGFRirtfrC J; O^SitiS 

[0 0 7 7] fg20(K AteSK-BR-3lfflBa©5W5? 
jg^^CD, BliA-4 3 1IKO»«?ji»?»ffl. ^ 

n^n©fc&fctPi£*fc>u u->a\t^/i7a-i-^ 

R#SV2-6ir^ >btt^y^n-^-;>t»i«: 
RPN513S, l/->cfiNMSS, W->d»4FC 

RPMI-164 OSitioTfegSnfcSM*. 

i/-> f ~ w->h tt-e-tt-ens k- b r- 3 mmz& 
nsK-BR-3^fc<tcxsissnfc2 omtmrn 

«KtJ:!Jft«Sftfcftti6. l^->l~l—>ntt 

-?-n-?nA-4 3 iiai^c«fcoTiassnfc2 ofgsis 

[0 0 7 8] £fc, 0CDA(C*3^5M&OH^«SK 
-BR-3mm5m®fre><D s 2 PTg8Lfcc-er 
b B - 2 M£^gfe©&!$ft3B£*U E©B Klfctt* 

i/jfcEGF R»^s«j©ffega:j8«^-r. *fcse?tt 

[0 0 7 9] mi£K>K<DZ.kim%. 
[0 0 8 0] W*>* SK-BR-3«ffi© 3 2 P£&© 
NMS, FCSC^&^UfcV^^eme 

ntetjtof*, r p m i - 1 6 4 o satM^ntMiii 

(0©A©l^->c, d, eRtM~n#M) . * 
fc, EGFR{CM-T^ ; ey^D-^©i^t)P«tffitt 
fcjRS&frofc (0©A©U->b#M) . SK-BR 
-3OTBS (^;l/-^3) £&-£Lfc6E©V>};^£# 

^nfcfitibfitt, s 2 p-cgg&i/fcSK-BR-3smia 
©aniis#8» £©*< © u >&fcse£&&tt«2-a- 
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Tz (0©A©^->f ~U->h&m . gt>^VVt> 
Fft*#TSl 8 5 0 0 OWJH'SiMXTi&O, 3 2 P 
TgaStlfcc-e r bB-2®€^tbT5lS$n 
fc. I^«©A> Ftfttc - e r b B - 2fi£?WE/ 
*n-^ffi#TfcgttR£nfc. (H©A©W->a 
#J80 . SK-BR- 3*fflJfiC<fcoTiS©£n;fc»t8Jg 
&m\z£K>ft&tSti%. Vf)V-74) HEOYWi 
»9#^n&gilfii*tt, c-e r bB-2iie?g%i:U 

xif«ufc'j>Kfl:se^swc^«:»Lit (0© 

70 A©W->i~l^->k#!S) . >J>&fl;$nfc 

A- 4 3 180a© 8 2 PtS3S©i|gSTKl> A-431I 

i&\z&?Tmmvrzmm%m&vft&t<nrc'?ox <y 
)i-?5) 30>e.#^nfcstjji»*^©fe©tt, 

7 0 0 0 0£8OA*>F£gaSffi#£$83l2tt& (0 
©B©I^->l~V->n#M) . £©A*>FliEGF 
R ^^tS-r^fiiE GF R^y ? P-^ttfrtS^bfc 
»J>Kfl2EGFRt|B|i;(4eiCg«)&nfc (EJ©B©k 

->b#ro . *&. rcw-^Di^nfcjiiii 
#^42 0 o o osfto/oFSfcfcSfctras-a- 

K - B R - 3 MJB i S K-B R - 3 IC«t Di3&2nfcg 
MKHMcTftUEl/fc 2 0©#U ? P-:ttHR#© 1 7 0 

0 0 0 ©SB^iM X£fif:?A*> F&tMcJ; 0 c - e r b 
B - 2«£ : ?a<E GF R«£? <h-gfcWf 
■T)^t*tfllS$nfc (0©BCDl/->ftl/->I# 
fig) . 

[0081] ©SBga^^tmsffi^coses^t&s 

Si#:t©&&ttPia£; 

®-i«mBi&§?&© 3 2 p£i& 

50 *fflJ&©g$©lMmfcSK-BR-3ii»,hA-4 3 l«ffl 
)&£ 1 X 1 0 6 m/3 5mmi©fSt:S!?, U 
'J-©RPMI -1 6 4OJgflfiT?308y&£ifc&&. 3 
7*CT?12. 2 4&tf4 8B#Hfl©W, 5%FCS£-gtT 
lml ®U>8^My3S[^-^©»i (pH 
7. 4) (B*mtittW «PtCi5^T 3 2 Pi (18. 
5MBq/ml) T-f>+i^-M.fe. «8IStt4 , CT 

-NfM©ra, siss^sf i ©©Tfl^snfcs&nsfifc© i 

m 1 T^ftL-fc. (1ml) Jffl 

)i&^«?^tJg««*©^fl:«J* 12000XgT10 

i£© 2 o o m i *%L&tm<DTz®\zmittn£ vtz.. 
[0 0 8 2]®- 2wm®B®itmmfo*mmztt-rz> 
c 3 5 s] ~y^7-i>mm 

«B)!a©^©iiatSK-BR-3aH)!S«i:A-4 3 1«B 
M3X10 1 fi/6 0mmJm©^gt#^. iffllS^v' 
Xf-f > t F C S ^*3S:^/^->7 'J-©R PM 

1 -1 6 4 0^»T3Eft^, mf&MX'fU't >* 

o.'<-Z'3>?z>z.ii\z&r)ii%tfrL thTtn^>^3 

7^7*2 0&tf4'ai$IRI (SK-BR-3jfflfe) ©ffl> 
50 XU1 8^fPfl (A— 4 3 1J8BS) ©Pb^, 1. 5ml©l 
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XFCSSUn^Xx-OTU-RPMl-l 6 4 0&ifi 
tpfc [ 3 6 S] (3. 7MB q/m 1 : 

3 -Q>£^fil©i§fi?g®ij£© 1.5ml TnJSfllbfco 
tt*K (1. 5ml) fcSfcftftfc. IBtt«««ia:«« 

«E+©^SMb«fti 200 oxg-ci oftns&aiBb 

[0 0 8 3] <3>- 3 &«Ji#i©&&fct&EJ& 
±E@- 1 2Tffr£Lfcftttttg^LfcS K- 

BR-3«ffiB&£:A-4 3 HBB^eolDJBUSMIK&mi 

[0 0 8 4] ■€■©&*» 3 2 PT?g^l/&SK-BR- 
3«ffl)iaa:A-4 3 lWBOtDJBIftflMto««|flb]blt*. 
3 2 PTgl&Lfcc-e r b B - 2 3t£TS<BJ Oil 
0) GFD-OA-pl 8 5-li 3 2 PT 

SKb%:EGFR'^ttEGFRft4:^<ni;<. *fflB 

SMinttc - e r b B - 216? SHWtfltCAoT 

-BR-3ajsatA-4 3 liffljBfcAoTiaanfc* 

£KI2. 40©ttc-erbB-2jK^B1Mft#il 

to o 8 5] jfcK [ 3 s si 

[0 0 8 6] 8130*, AttSK-BR-3ilfflte©ifflJ& 
^ff<Mr^6©. SfcBttSK-BR-SlUlOWttl* 

s©. -en^enro^it^^Sfcu i/->aHNMs 

P->bK^U?D-^Mi#Ab-l£> V-y 
cWJi? D-±;VJi«:pAb 1*. l/->dtt^E/^ 
D-t^tt#SV2-6 1 rS. k— >el4*»W ; E/ 
i'O-t^GFD-OA-pl 8 5-1*. 
n^-T. 0©At*3tt5HJtiDH^9ltt, SK- 

BR-3«B^)MfnB»6© t 3 5 S] 
Lfcc-erbB- 2 jtfcTg «J©fcg£it«£7K U 0 
©Blr&ttsatt&HftBU*. SK-BR-3«fflB©jffl 
JB»«MW»6©«»HtfiefflfBfttt:»S«r. £fc& 
*tt*H*V-*-©$ffl|«6:M-. 
[0 0 8 7] S0<};O, [ 3 5 S] ;wf>fl«$n- 
TV^SK-BR-3fflK(Ci5^T, 4:3©&&5gtc 
- e r b B - 2Xe7X*tt((:«4iB^hlMb>t>©iHFft 
1 8 5 0 0 0©A>H*^Lfc (0©A©U— >b~ 
V->e#M) . LA>b&#£, V><t?;fin©#ttfttt&: 
K^HdWMSKJc^TttfflSnfc (0©A©W->a 
#Jfi) . NMSli [ 3 6 S] S^t-T >Tg&bifcc- 
e r bB-2jt£^g4rc££C££^LTV>£A*>F 
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Zftfelsttft^rz. [« 5 S] ->^x-f>g^SK-B 
R-3*ftlCj:oTHJ^fc«***l»l/fcfctN * 

■ tr hmx # ji* **/i*sjm^*biw'* c - 

erbB-2 &e?K4fel3N"r* 2 "3©* U * a-^-JP 
tfi&fct, NMS (@©B©l^->a) iifc&L&iff, 

OBOW->btl/->c#D . l/frltttf&MBft 

sam-rsstc-e r bB^seTSftey 

;Wft# S V 2 - 6 1 t fc^BHO'E n-:*\frtt#G 
10 FD-OA-p 1 8 5- ltt. 1 1 0 0 0 0©# 

: F*fcfe"3#»ttfc^t>F«HfcH»a*fc (0©B© 
U->dtU->e&m . :©g*ttc-erbB- 

2 se?Kttnai9dK^s k - b r - 3 aMSfcio t 

[0 0 8 8] ®-4#9gift:i:SK-BR-3iffl8atA 
-4 3 l«»lC.fcoTB»Lfc***'t'© [ 3 5 S] -> 
>«««fiB^H:^-Haaa»«ETT?©ft 

A-4 3 lifflffifcioTS^bfcEGFRHaSet^ 
a? ©&?-&JtR-r«£:&iC, [ s 5 S] ->Xf-f>-Pii 
UcSK-BR-3tA-43 1 BBSS X#U 7i"J 
JKTS H^fefflV»fcSDS-PAGEJ:D»«fb&. 

[0 0 8 9] -^©*g*£. ®4E(C*-T. 

[0 0 9 0] S£40tp> AttSK-BR-3IBS» * 

fcBttA-4 3 imm\z&-3Tmmvrcm&Wi*><D [ 
©ftftttiRft. -wen**. &st*5it*u—>»m 

T©ftJ8fl:»©IS*ft«r. BP'S, l/->AfflaHNM 
S tttIJfi»*«l©KiS£, W— >A©Bfi#$g91©c- 
50 erbB-2ifefi«I ; E/'i'D-t;l'tt*GFD-0 
A- p 1 8 5 - 1 &IRRLftff*©K£&. l^->A©c 
liNMSt^SIC5S>£;&. W-^AOdtt^W^y 
^D-^Si^GFD-OA-p 18 5-1 t«5H8t© 
K££> SfcU->B©aB£iEGFR 
t/^n-^A4it#tlBB»*f*©E»6S. W->B© 
bliJxEGFR*:/? D-:r;l4fttt&©JHHft©K££ 

X£H©Aic*t**jR&9HftHii&c- 

erbB-2 j§e?g!&£. efe£H#91« c - e r b 
B-2«fir?SNi«aSEaKfcjRU H©Bfc*W-** 
45 &99cl?teEGFR£, naA#^aEGFRnai9 

ssarr. 

[0 0 9 1] ±8B0iO, [ 3 5 S] ->Xf-f>ttt> 
IC S K - B R - 3 mf&<D&%fflfe&~?G F D - O A- p 
18 5-1 Tft«llfcWr*/t> Ftt. * D * U 
ofc (0©A©l^->d#M) . 5X#U7i"JJW3 
HWSDS-PAGEfcioT, JggtfWftJIWftA* 

>H5H*©**a*«i loooofcatn-ganfc. 

^©^^M*U 1 0 0 0 0©SS£p 1 

50 lOt^bfe. 
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[0 0 9 2] aM&#jS+©c-e r bB-2£fr?©/1 
>F£JttfcLfci£. £©A>F©ifcattt*£tttt*ea< 
fc<, p 1 1 0<D—3<DlzZl3;h<Dlim£.2tlTmmm 

wzftmznx^z>t j pi&.-vzz>. *&£©*§£«. c 

-erbB-2 «£f K$J©*®*1- H^-Y >£^l$-r £ 
gijw$t c-erbB-2 ££f / Z n-1-)VVi# 
T&-5SV2-6 1 T^fflfct^fe^filfe^^e. 

nfc. #f »a*4 200 o £t>^A*> 

n (0©A©W->d#fS) , -?-nttNMSlr«toTfe 
fcfiiSnfc (Sg3 0©A£B©l—>a#B8) . # 

>T?±^Ufc^n^fe, £©/\*>Ftt##JIM/\*> 
FtJLfcbfc. A- 4 3 l«I)BJC<t5K^*Ttt, # 
fill 5 0 0 OCDt-fXS^EGFRPIISaR^ 
&ffl3ft& (0©B©W->b#JS8) . 
[0093] 

[SSJSM 4] c-erbB-2 JI£f jgfe^^ST-SS 
IBBttlCft'f-SGFD-OA-p 1 8 5 - 1©3&M 
SK-BR-38BlBttt£. A-549fflBS«c. PC-9 
Sffl&Jfc&tf L u - 6 5*fflB&&£Jfl^T> #58?^/ n 20 

-t^GFD-oA-pi 8 5 - 1 ©si sanies 

©#«£&ftLfc. 
[0 0 9 4] ±!BA-5 4 9«iB&8: (t FWffilffllfitfc : 
ATCC CCL185, [Giard, D. J. , e 
t a 1. , J. Nat. Cancer Inst., 

5 1 , 1 4 1 7-1423 (1 97 3)]) tPC-9 

(t hlHiJgailliai* : [Kinjo, M. , Ok 
a, K. , et al. , Br. J. Cancer, 3^ 
9..' 1 5-23 (1 979) ] ) It c-e rbB-2 
3t£f#5ggiUT43r)* 5M* (k hftfi 30 

Wl&Wk : [Yamad a, T. , e t a 1. . J p 
n. J. Cancer, Res. , 7 6 , 9 6 7-9 9 

6 (1 9 8 5) ] H, nXft?©891©ftir>2:&#9i& 

[0 0 9 5] ±G4flBSlO|RBK«5XFCSe^OR 
PMI-1 6 4 0JgJft>i'©2 4£x;K/^-f*tt>lCii^ 
Tc. SK-BR-3lfflB<tLu-6 58BB&&4. 5X1 
0* e/^^JVOmmz. £fcA- 5 4 9SfflJ&£PC- 

9Mb» i x i o 5 «/9x^©**fcfe*±5»*« > 

MGFD-OA-pl 85-10100 u g£g&ig 
ar*U 0 Otf gge/ml i*-5«t5{CftlA. 2 4, 4 
8Rt/7 2B#W©KK>*3.^-hbfc. 7a 
>hn— ;ViLT, ^/i^D— ^gt*©^S?©fc*lc 

4, 4 8Rt^7 2^ra©H'f>4 : aL^— hbfc. -en-? 

(tt8« : n-JV^-tt®) -CSt**:. «HBaS!c©«Stt 
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[0 0 9 6] *©!!&*£ 5 BttR?. RH«K %M 

(1) tt*«W© : E/j'n--^->I4S#GFD-OA-p 
18 5-1 ©&Sg*8IBfcfc#-rs*lllli&iJ:£, 

(2) tt3>ha-^©«B»««t>f. KMtt 

Hfi*ssu ««4aM*BMct**w© ; Ey*D 

[0 0 9 7] ttHJ:9. *»W©*yi'n-^ i a4(t#G 
FD-OA-p 1 8 5-ltt. c-erbB-2Ig? 
***JHI , r*SK-BR-3«BtA - 5 4 98BS&© 
-f >£hDT©JHW&*ftlC*|HMUfc. *fc. c-er 

b b - 2 jie-f gti&i^i; < sestrs p c - 9 «&©*£ 

* *>**«©* y * D-±JI*t#K J; 0 JMHRfflftt* 6 
ntoPftrcttftft-afc. c - e r b B 

- 2 B£?£tt&5fflIsttV>L u - 6 5*HB©<£fitt# 

[0 0 9 8] ±|Big*J;0, c-erbB-2lfifl 

#:GFD-OA-pl85-ltt FnlCfcttS 
aMBtt©**fcHLT»i»a*ft*U BJftaBtetf 

c©ctj&»6*jwi ; eyi'D— ^ 

tt#tt«MtM«*©««»iElllt l/T*JBTJ*S C fc«* 
[0 0 9 9] 

[*jsw5] ^m^#«^t=f 

#3S9l©^/^n— :J-JVSW*:GFD-OA-p 18 5- 
1 ©-f >£ h O »«*©£«©&*£. fUMW*>S!» 

[0100] $u&mm (tcm »&nitmsaBm 

£1 0?Gifc;Wvg>TB£L&&, M8ifii®©S#n> 

fflbfc. JWtiE1WUi©*>^tt*«W©*/^o 
-t)Vffi#GFD-OA-pl 8 5-l©2 0(tggS 
/mlTjfill/fc. Sfc. *»JlflWi[#»&tt i E/i'n 

-:f-A'Jft*©ft*> 0 fc#ftft*«©tf>:/Ji'©#yBC * 
[0101] *©*£*£, ^Mmmommmmt^m 

©Jic-e r. bB-2»^g$^/^n-:t-;MR#:G 
FD-OA- p 1 8 5 - 1 &©tt&££lsfc|g£2:b 

[0 10 2] ttHAD. JUBMOlBt+MlB©*^^ 

[0 10 3] Vfrhtltf*,, jE*»»tWMSE'yW*+S/ 
KttKkC* WT+MW©*/ a-±J|/ft#:G F D 
-OA-pl85-l Ctt^b^o^. SC. 

^^tifiti^rc. ±E©ct*6*»W i E/i'n-^ 
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mmm 

[o io4] mm&n-. 1 

E#!©fi3 : 6 0 

mmorn : mk 

*S©& : 

htfnv- : HSU* 

mmowm : owim ^dna 

ft®£*TI2^ : d oma i n 

im&m : 1 - 6 0 
1«&£ft£Lfc#*fc : E 
&M: 

CGCGGCTCCG GGGGGCAAGA GGG 
CGAGGAG GAGCCCCCAG CGGCAC 
AAGG CCGCCAGCTC 6 0 
[0 10 5] E?*J##: 2 
E?I©SS : 5 7 
E?*J©3! : «8£ 
*!©& : -*« 

#a^TI2#: doma 1 n 
Wig: 1-5 7 
#IS£fc£Lfc;ft!fc : E 

mm-. 

GCCCTGGTAG AGGTGGCGGA GCA 
TGTCCAG GTGGGTCTCG GGACTG 
GC AG GGAGCCG 5 7 
[0 1 0 6] gSWf: 3 
E^Ofi^ : 6 0 
&m<DM : 
JSOSt : -*m 

h^ov- : mm 
mmomm &©«& ^dna 
e#i©*H8 : 

#®S*-rt2^: doma i n 
SPft&H : 1 - 6 0 
W»*««Ufc3Erife : E 
E*5: 

GGTGACCAGG GCTGGGCAGT GCA 
GCTCACA GATGCCACTG TGGTTG 
AAGT GGAGGCAGGC 6 0 
[0 10 7] EWI : 4 
E3«J©ft3 : 6 6 

mmcom : set 

&©& : -** 
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e?*i©#© : 

#!8£gWt: doma i n 
#«&B: 1-6 6 

: e 

GATGAGGATC CCAAAGACCA CCC 
CCAAGAC CACGACCAGC AGAATG 
CCAA CCACCGCAGA 6 0 GATGAT 6 
10 6 

[0108] 5 

E?II©fiS : 6 0 
EH«D£ : tm 
m<D& : -*B 

h#pv- : rant 
mmmm •. 

<\m&3??m^: doma 1 n 
#ftfig : 1 - 6 0 
^ ft&£ifc£Ufc#£:E 

mm-. 

TGGAGACCTG GGGGC CTCCT CTT 
CAGAGGG CTCCAGCCCT AGTGTC 
AGGT CCCCACCGCC 60 

[an mmm3 0<2>\zm^nfs.t>nrc. xvnu—r 

ftbS S D S - P AGE©9XT&5. 

[0 2] fgJS0il3©©fc:ftv>fT&fc>n&> #U*n-:>- 

ttfc) -5 S D S - P A G E ©9JJT& 3. 
[03] HJS^3©<3)-31t^fT*t)nS:, S'^'f 

RjS©te*S^-r0ffl»r^^> SDS-PAGE <D^M 

it**. 

[04] ^JSfll 3 ©<3>- 4 tefignfr fcfcnfc, 
tSK-BR- 3 MBS t A— 4 3 l«BCJ:r7THai/ 

a#tETT©ft«t»Rl6:olS« £^-T 0ffi t ttfc> * S 
40 DS-PAGECDf^*5. 

[0 5] IHMI4 fcttWf&fenfc, c - e r b B - 2 

[06] %£ffl5CIEV>. *5MB«i*«W>lfhntt* 
tt«*©fc«)©ffeaifiifS^fi<J^^£?L)B«l#©lijiiS«S 
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